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<220> FEATURE:
<223> OTHER INFORMATION: Synthetic

<400> SEQUENCE: 109

ctggacccte agattaaaag tc

<210> SEQ ID NO 110

<211> LENGTH: 27

<212> TYPE: DNA

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Synthetic

<400> SEQUENCE: 110

ctccatttee tcccgatgag acctgte

<210> SEQ ID NO 111

<211> LENGTH: 26

<212> TYPE: DNA

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Synthetic

<400> SEQUENCE: 111

cgcttggact tctecagete atggac

<210> SEQ ID NO 112

<211> LENGTH: 24

<212> TYPE: DNA

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Synthetic

<400> SEQUENCE: 112

aaaggtaact agagatccct caga

<210> SEQ ID NO 113

<211> LENGTH: 40

<212> TYPE: RNA

<213> ORGANISM: Artificial Sequence
<220> FEATURE:

<223> OTHER INFORMATION: Synthetic

<400> SEQUENCE: 113

cgacgaagcu caucagguaa cuagagaucce cucagacgeg

22

27

26

24

40

1. A programmable, conditionally activatable small inter-
fering RNA (Cond-siRNA) construct comprising a sensor
strand, a core strand, and a guide strand, wherein:

(1) the sensor strand and the core strand form a sensor

duplex,

(ii) the guide strand and the core strand form a RNAi

duplex, and

(iii) the sensor duplex is attached to the RNAi duplex to

form a single structure.

2. The Cond-siRNA construct of claim 1, wherein the
sensor strand has an overhang that is not complementary to
the core strand, and wherein the overhang on the sensor
strand is capable of complementary binding to an input
strand to form a toehold, thereby causing the displacement
of the sensor strand from the core strand.

3. The Cond-siRNA construct of claim 1, comprising one
or more of the following chemical modifications:

A. the use of a sensor strand where the highlighted area
A has one or more of the following features:

a. 50% or less of the backbone positions are phosphoro-
thioate (PS) connections;

b. 50% or more of the bases are chemically modified to
resist nuclease degradation or increase the melting
temperature of the duplex (Tm);

c. 100% of the bases are chemically modified to resist
nuclease degradation and increase Tm; and

d. about 10%-50% of the bases are locked nucleic acid
(LNA) or other chemically modified base with 2'-4'
bridging modifications that substantively increase the
Tm;



